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The clinical and pathological entity called multiple benign cystic epithelioma
was first completely described in 1892 by Fordyce (1) under that name and al-
most simultaneously by Brooke (2) under the name of epithelioma adenoides
cysticum. Andrews (3) also lists as synonyms acanthoma adenoides cystIcum
and trichoepithelioma papulosum multiplex.
Clinically, this disorder presents multiple, small, firm, often translucent,
slightly coalescent tumors which show a decided predilection for the nasolabial
folds, base of the nose, forehead, eyelids, about the ears, and only occasionally
are they found on the scalp, neck and upper chest. The tumors are pin-head to
pea-sized and usually are of normal skin color. They are often symmetrically
distributed and show little or no tendency to ulcerate or to undergo malignant
change. The lesions may remain stationary for a longer or shorter period of
time, then suddenly increase in both size and number. They have been reported
by Cockayne (4) to have made their appearance as early as the third year of life,
more frequently they are first noticed at puberty or in early adult life and rarely
they may not develop until middle age. Because of their translucency, these
tumors may simulate vesicles or milia, and in the case of the individuals to be
reported in this paper the eldest examined remarked that he could at times ex-
tract by pressure a "core of cheesy material" from several of the Iesons.
Histologically it is possible to differentiate multiple benign cystic epithelioma
from syringocystadenoma, adenoma sebaceum, cylindroma and adenoma of the
sweat glands, but as has been pointed out by many observers all of these tumors
are closely allied pathologically and any one or several may be found in the same
patient, indeed, sometimes in the same pathological specimen. According to
Summerill and Hutton (5) when there is ulceration and typical malignancy, the
cases are probably basal cell epitheliomas. In multiple benign cystic epithelioma
the cells are mature and mitoses are infrequent, thereby serving to differentiate
this disease histologically from basal cell epithelioma. Sutton and Dennie (6)
have commented on the possible interrelationship of multiple benign cystic epi-
thelioma and syringocystadenoma, and Adamson (7) on the relationship be-
tween multiple rodent ulcer and multiple benign cystic epithelioma. Since one
seldom, if ever, sees multiple rodent ulcer in one member of a family and multiple
benign cystic epithelioma in another member of the same family, the two dis-
orders must be somewhat distinct or at least not due to a single abnormal gene.
Since multiple benign cystic epithelioma was first described, it has been rec-
ognized that this disease is often familial in its expression. According to Cock-
ayne (4) the disorder is inherited as a dominant but with a definite though partial
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limitation to the female sex, which is certainly rare in human heredity. This
excess of affected females has been found to occur among the solitary cases as
well as in the family groups. Sutton (8) reported a remarkable incidence in a
family of American negroes in which every member (74 individuals, 28 males
and 46 females) was affected; however, only the patient reported and the patient's
three daughters and two sons were actually examined. In 1940 Goldman (9)
reported 10 cases in one family, in 7 of whom the diagnosis was verified by patho-
logical study. Three individuals were not seen and "the lesions were claimed,
but not verified." Goldman gives a very good description of the varied histo-
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logical appearance of the tumors in the different members of the family studied
by him. In the family studied by us 22 individuals were examined and of these
8 were found affected. A brief description of the findings in these 8 individuals
follows:
Case 1 (Figure 1, 11-10). Age 53 years. This individual was the oldest member of
the family examined and is the father or grandfather of most of the other people examined
in this family. There were numerous small tumors on the forehead, internal canthi and a
few over both nasolabial folds as well as an occasional discrete lesion on the lower neck and
upper chest anteriorly (Figure 2). He had first noted the tumors at approximately the age
of 25. This individual was given a series of examinations to determine, if possible, the
presence of tumorous lesions elsewhere, though he had no signs or symptoms to suggest this.
These examinations included intravenous pyelograms, E.K.G., E.E.G., chest x-ray, oph-
thalmological examination and psychometric analysis, all of which were normal.
(Figure 6). A small tumor excised from the forehead revealed abundant sebaceous and
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sweat glands but only a few of the basal-celled cystic structures described below under eases
7 and 8. At least one such structure is of very large size and the enclosed material has a
laminated appearance. A few occur in close proximity to a hair follicle although actual
origin from the follicle is not demonstrable. There is a fairly heavy lymphocytic infiltrate
present in the vicinity of some of the appendages.
Case #2 (Figure 1, 111-i). Age 27. The tumors in this case were few in number on both
internal canthi, many about the nasolabial folds and over the bridge of the nose and a few
on the anterior superior chest (Figure 5). The lesions were first noticed at about 11 years
of age. This 27 year old woman has 6 children, all of whom were examined but none of
whom yet show the tumors. The eldest of these 6 children is 9 years old.
Case # 3 (Figure 1, 111-2). Age 25. Examination revealed a few rather large tumors
(pea-sized) upon each internal eanthus and a few about the nasolabial folds, forehead and
behind both ears. He had first noted the tumors at about the age of 12 years.
Case #4 (Figure 1, 111-3). Age 24. On examination tumors were present over both
internal canthi, the bridge of the nose and along both nasolabial folds. She had first no-
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tieed the lesions at about the age of 17 years. She has one child, a year old son, who does
not as yet show the tumors.
Case #5 (Figure 1, 111-5). Age 19. This young girl presented only a few tumors over
both internal canthi but in no other location. She had first noted the lesions at about 14
years of age.
Case #6 (Figure 1, 111-6). Age 17. There were numerous tumors present over both
internal canthi and extending over the nose and nasolabial folds, being most prominent,
however, over the bridge of the nose. The lesions had been present since about the age of
10 years.
Case #7 (Figure 1, 111-7). Age 15. This boy showed numerous tumors over the inter-
nal half of both eyelids (upper and lower) which extend outward and down over the nose,
involving also the nasolabial folds (Figure 3). In the interscapular area there was a light
brown nevus 2 x 3 cm. in size and suggestive of a nevus spilus. The tumors had been pres-
ent since approximately the age of 9 years (Figure 7). A nodule removed from the cheek
showed the epidermis to be thinned and the basal layer not as prominent as it is in normal
skin. In the upper portion of the dermis there are round and oval masses of darkly stain-
:.
 
•
11
• I 
.
4.
 
192 THE JOURNAL OF INVESTIGATIVE DERMATOLOGY
ing basal cells. These masses are of variable size and many contain relatively large cystic
spaces surrounded by a few or several rows of cells. Some of these structures bear a strik-
ing resemblance to a wreath. A bair follicle is present in one portion of the section but there
is no connection between it and the basal-celled masses.
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Case 8 (Figure 1, 111-8). Age 14. This young boy presented many small tumors on
both internal canthi, over the bridge of the nose, on both nasolabial folds and a few on his
forehead (Figure 4). Over the lower right interseapular area there was a 5 x 10 em. ver-
rucous pigmented nevus. The tumors had been present since about the age of 9 years
(Figure 8). Histological examination of a nodule removed from the forehead revealed the
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wreath-like basal-celled structures described as occurring in the upper dermis in case 7,
although here they are less abundant and more widely scattered. Some of tbe basal-celled
cysts are seen to have origin from the epidermis in this section.
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The remainder of the general physical examination including ophthalmological
examination was essentially normal in all 22 individuals. Complete blood typing
was carried out in a search for possible genetic linkage. This typing revealed
the interesting fact that the mother (IT-li) was Rh negative (rr), the father (II-
10) was Rh positive (R1R1), and all eleven living children were Rh positive (Rir),
without a single case of erythroblastosis. Two children (111-9 and 111-10) had
died at 3 months and 3 years of other causes than hemolytic disease.
DISCUSSION
In generation IV all 7 members are 9 years of age or less and none shows the
lesions of multiple benign cystic epithelioma (Figure 1). It is noted that the
age of onset of the tumors in the 8 affected individuals in generations II and III
varies between 9 and 25 years with an average of 11.7 years for the 7 affected
individuals in generation III. Therefore, the 7 members of generation IV and
3 members of generation III are below the usual age of onset and presumably
may still develop the tumors. Two members of generation III died before the
usual age of recognition of the disease in this particular family. Unfortunately
most members of generation II live in distant states and only 2 were available
for examination, one (11-7) showed no lesions nor did any of his family, and the
other is 11-10, the affected father of the 7 affected members of generation III.
11-10 recalled that oniy one sister had the tumors, but he had not seen the other
members of his sibship since coming to Michigan some 20 years ago. Two of his
brothers died before the age of 4. It was recalled that the mother of 11-10 has
the same type of tumors, but it was not known when in life they had developed.
In this particular instance the criteria of dominant inheritance are fulifiled,
namely, that each affected individual has an affected parent and that approxi-
mately one half of each sibship is affected. The last part of this statement is
true only if one remembers that the onset may be rather late and that the inf or-
mation about generation II is very incomplete. Closer examination of genera-
tion III reveals that there is a definite excess of affected individuals in this sibship.
If one disregards 111-9 and 111-10 because they died before the usual age of rec-
ognition of this disease and also 111-li, -12 and -13 because they are still below
the usual age of recognition, there are 7 affected individuals out of 8 in this sib-
ship. This is a rather significant deviation from the expected 1:1 ratio found in
dominant inheritance. The chance of obtaining such a deviation from the ex-
pected 1:1 ratio as 7 affected: 1 normal or 8 affected out of 8 is 9 out of 256, or
approximately 1 out of 28. In almost all recorded instances in the literature
multiple benign cystic epithelioma has been dominantly inherited as we feel it
has been in this kindred. We do not believe that 1 chance out of 28 is too great
an improbability in this instance, nor that the father is necessarily homozygous
for the disorder. In the first place he is no more severely affected than are his
children who must be heretozygous. Secondly, he recalled oniy one other mem-
ber of his own sibship who was similarly affected. Thirdly, he did not remember
that his father had the tumors.
An additional fact should be mentioned and that is that 111-7 and 111-8,
both showing the lesions of multiple benign cystic epithelioma, had on physical
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examination a nevus located over the right scapular area. In the case of 111-8
the nevus was verrucous in character and 5 x 10 cm. in size, whereas in 111-7
the nevus was similar to a cafe-au-lait spot in appearance and was 2 x 3 cm. in
size. 111-11 was also found to have a cafe-au-lait-like spot over the right scapu-
lar area but did not have the lesions of multiple benign cystic epithelioma.
However, this individual is 8 years old and still below the usual age of recognition
of the disease in this family. In generation IV no individuals had cafe-au-lait-
like spots but one (IV-3) had a 2 x 4 cm. sized depigmented area on the thigh.
It may be that multiple benign cystic epithelioma is associated with cafe-au-lait
spots just as is neurofibromatosis and it is of more than passing interest to specu-
late, especially in the instance of 111-11, as to whether or not those who show the
cafe-au-lait spots may later develop the lesions of multiple benign cystic epithe-
lioma.
Of those individuals actually examined there were 4 affected males and 4
affected females, so that there is no indication of partial limitation to the female
sex in this particular family. However, it is fully realized that there are too few
individuals here to draw any definite conclusions concerning sex limitation.
SUMMARY
1. A report is presented in which 22 members of a family were examined and
8 were found to have multiple benign cystic epithelioma. Two more were reli-
ably reported to have the disorder.
2. The average age of onset in the 7 affected members of one sibship was found
to be approximately 11.5 years (9 to 17 years).
3. All members of the youngest generation are under the average age of onset.
4. The criteria of dominant inheritance are fulfilled.
5. There was no evidence of sex limitation for the disease in this family.
6. In this family there may be an association of cafe-au-lait-like spots with
multiple benign cystic epithelioma.
7. This study brought to light an Rh negative mother who has had eleven Rh
positive children without a single instance of erythroblastosis.
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